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DNA \ encoding the amino acid sequence 
corresponding to CTLA4Ig fusion protein 
reactive with B7 antigen and having ATCC No. 
68629 

A method for regulating functional CTLA4 
positive\T cell interactions with B7 positive 
cells comprising contacting said B7 positive 
cells wiih a ligand for the B7 antigen to 
interfere \ with reaction of endogenous B7 
antigen wich CTLA4 . 

The method V>f claim 2, wherein said ligand is 
a fusion pirotein that contains at least a 
portion of tie extracellular domain of CTLA4 . 

The method of\ claim 3, wherein said ligand is 
CTLA4Ig fusioX protein having a first amino 
acid sequence Containing amino acid residues 
from about position 1 to about position 125 of 
the amino acid \sequence corresponding to the 
extracellular dWiJi of CTLA4 and a second 
amino acid sfeqienc* containing amino acid 
residues corfespAAffling to the hinge, CH2 and 
CH3 regions of JnAaV immunoglobulin Cyl. 

The method of claim 3, wherein said B7 
positive cells are Contacted with fragments or 
derivatives of said\CTLA4Ig fusion protein. 
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The method of claim C, wherein said ligand is 
a monoclonal antibody reactive with B7 
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antigen. 

The method of claim 6, wherein said antibody 
is antV-BBl monoclonal antibody. 

The method of claim 2, wherein said B7 
positive; cells are B cells. 

The methoVl of claim 2, wherein the interaction 
of said 0CPLA4 -positive T cells with said B7 
positive cVlls is inhibited. 

The method bf claim 2, wherein said ligand is 
a CD28/CTLA4lg fusion protein hybrid having a 
first amino Wid>sequence corresponding to a 
portion of Ail extracellular domain of CD28 
receptor fdsetiktoSa second amino acid sequence 
corresponding to a portion of the 
extracellular Viomain of CTLA4 receptor and a 
third amino acii sequence corresponding to the 
hinge, CH2 and CH3 regions of human 
immunoglobulin Syl- 
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A method for regulating CTLA4 -positive T cell 
interactions with \ other cells comprising 
inhibiting the interaction of CTLA4 -positive T 
cells with B7 posj^e^ells by contacting 
said T cells with L lfcaand)for CTLA4 . 
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The method of claim ll] 
B7Ig fusion proteins 



/herein said ligand is 
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The method of claim 11, wherein said ligand is 
a monoclonal antibody reactive with CTLA4 . 
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The meth&d of claim 13, wherein said ligand is 
a fragmeAt of said monoclonal antibody. 

A method fbr treating immune system diseases 
mediated Ay T cell interactions with B7 
positive cells comprising administering to a 
subject a liWd-^kir B7 antigen, to regulate T 
cell interactions wrkh said B7 positive cells. 

The method of ckaim 15, wherein said ligand is 
CTLA4Ig fusioi torotein. 

The method of c*a\m 15, wherein said ligand is 
a 0028/011^41^ fusYlon protein hybrid. 

The method of claim VL5, wherein said ligand is 
a monoclonal antibody reactive with B7 
antigen. \ 

The method of claim 15\, wherein said T cell 
interactions are inhibited. 

A monoclonal antibody reactive with a CTLA4Ig 
fusion prottein having (a) a first amino acid 
sequence beginning with alanine at amino acid 
position 1 and ending with aspartic acid at 
amino acid position 125 (SEQ ID NO 13) of the 
extracellular^ domain of CTLA4 and (b) a second 
amino acid sfequence containing amino acid 
residues of ^hVhlnge, CH2 and CH3 regions of 
human immunogloDmlin Cyl. 

A monocloiaj/ ahtibody reactive with the 
CD28/CTLA4Ig fusion protein having (a) a first 
amino acid sequerice of a fragment of the 
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extracellular domain of CD28 fused to a second 
amino acid\ sequence; (b) the second amino acid 
sequence bding a fragment of the extracellular 
domain of UTLA4 ; and (c) a third amino acid 
sequence containing amino acid residues of the 
hinge, CH2\ and CH3 regions of human 
immunoglobulin. Cyl. 

A Chinese Hamster Ovary cell line having ATCC 
No. 10762 and sYably expressing CTLA4Ig fusion 
protein. \ 

A method for blofcking B7 interaction so as to 
regulate the ibmune response comprising 
contacting lymphbcytes with a B7 -binding 
molecule and an in4-binding molecule. 

The method of Waim 23, wherein the 
lymphocytes are B7 positive lymphocytes. 

A method for regulating an immune response 
comprising contacting B7 -positive lymphocytes 
with a B7-binding molfecule and an IL4-binding 
molecule . A 

The method of claim jl dr 25, wherein the 
immune response is k B jj^l^sponse resulting 
in the inhibition ofNantibody production. 

The method of claim 23 or 25, wherein the 
immune response is a T cekl response resulting 
in inhibition of cell mediated immunity. 



The method of claim 23 br 25, wherein the 
immune response is an inhibition of lymphocyte 
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proliferation . 

A methbd for inhibiting tissue transplant 
rejection by a subject, the subject being a 
recipient of transplanted tissue, which 
comprised administering to the subject a B7- 
binding Lolecule and an IL4-binding molecule. 

A method\for inhibiting graft versus host 
disease Vn a subject which comprises 
administering to the subject a B7-binding 
molecule an$ an IL4-binding molecule. 
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The method oA claim 23, 25, 29, or 30, wherein 
the B7 -binding molecule is a CTLA4lg fusion 
protein. 

The method of tlaim 31, wherein the CTLA4Ig 
fusion protein \is a fusion protein having a 
first amino acAd sequence containing amino 
acid residues frbm about position 1 to about 
position 125 of\ the amino acid sequence 
corresponding to the extracellular domain of 
CTLA4 and a sedojid amino acid sequence 
containing amin£fabid\:esidues corresponding 
to the hinge , /CH2 \cftid\cH3 regions of human 
immunoglobuli4 Cyl 
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The method of claim 25, 25, 29, or 30, wherein 
the B7 -binding molec\ile is a CD28/CTLA4lg 
fusion protein hybrid. 
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The method of claita 33, wherein the 
CD28/CTLA4Ig fusion protiein hybid is a fusion 
protein hybrid having \ first amino acid 
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sequence Acorresponding to a portion of the 
extracellular domain of CD2 8 receptor fused to 
a second aVnino acid sequence corresponding to 
a portion If the extracellular domain of CTLA4 
receptor Ind a third amino acid sequence 
corresponding to the hinge, CH2 and CH3 
regions of numan immunoglobulin Cyl. 

The method ok claim 23, 25, 29, or 30, wherein 
the IL4-bintiing molecule is a monoclonal 
antibody wlJph specifically recognizes and 
binds to IL4 
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The method of ilaim 23, 25, 29, or 30, wherein 
the IL4-bindiAg molecule is a soluble IL4 
receptor which^cognizes and binds to IL4 



A hybrid ft 
antigen havi 
corresponding 
extracellular 



sioVi/\protein reactive with B7 
3t amino acid sequence 
a fragment of the 
donfein of CD28 fused to a second 



amino acid sequence corresponding to a 
fragment of the extracellular domain of CTLA4 
and a third amino kcid sequence corresponding 
to a immunoglobulin^ constant domain. 
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